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Rockville, MD 20852

Citizen Petition

Dear Sir or Madam:

The undersigned submits this petition, in quadruplicate, on behalf of Mutual Pharmaceutical Company in
accordance with Section 505()2)C) of the Federal Food, Drug, and Cosmetic Act and 21 CFR 31493 to
request that the Commissioner of Food and Drugs permit the filing of an Abbreviated New Drug
Application (ANDA) for a drug that has the same active ingredient, route of administration, and dosage
strengths as a drug listed in FDA's publication entitled “Approved Drug Products with Therapeutic
Equivalence Evaluation” (i.e., the Orange Book), but differs in dosage form.

A Action Requested

The petitioner requests that the Commissioner of the Food and Drug Administration make a determination
that the drug product, Doxycycline Hyclate Capsules, 75mg and 100 mg, is suitable for evaluation under
an ANDA. The referenced product is Doryx® Capsules, 75 mg and 100 mg (NDA 50-582). This Petition
requests a change in dosage from that listed in the Orange Book as “capsule, coated pellets, oral” to an
oral capsule containing powder or other fill that is different than coated pellets.

B. Statement of Grounds

The Federal Food, Drug and Cosmetic Act provides for the submission of an ANDA for a drug product that
differs in dosage form from that of the listed drug provided the FDA has approved a petition that proposed
filing such an application. A copy of the most recent on-line listing of the electronic “Approved Drug
Products with Therapeutic Equivalence Evaluations”, included as Attachment 1, lists the reference drug,
Doryx® Capsules, by Mayne Pharma USA. That listing further specifies that the dosage form of the
reference drug is “capsule, coated pellets, oral”.

The proposed drug product is an oral capsule dosage form, as is the reference listed drug (RLD), and is in
the same dosage strengths as the RLD. The difference between the proposed drug product and the RLD,
which is the subject of this petition, is that the proposed drug product will contain a powder or other
material that is not comprised of coated pellets. The proposed product contains the same active
ingredient as the RLD and is intended for the same route of administration. Thus, the proposed product
will be labeled with the same dosage recommendations as the RLD and is expected to have the same
therapeutic effect when used as indicated in the approved labeling.

In addition, the labeling for the proposed product is expected to be substantially the same as the RLD with
the exception of changes necessitated by the fact that the product is manufactured by a different
company, the product does not contain coated pellets, the product is referred to by the generic name
Doxycycline Hyclate Capsules rather than the Doryx® brand name, and the product’s appearance and
“How Supplied” information are different. The initial draft labeling and the approved labeling for the RLD
are included as Attachments 2 and 3, respectively.
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C Environmental impact

The petitioner claims a categorical exclusion under 21 CFR 25.31.

D. Economic Impact

Pursuant to 21 CFR 10.30(b), the economic impact information will be submitted if requested by the
Agency.

E. Certification

The undersigned certifies, that to the best knowledge and belief of the undersigned, this petition includes
all information and views on which the petition relies, and that it includes representative data and
information known to the petitioner that are unfavorable to the petition.

Respectfully submitted,

Ve

Robert Dettery

Vice President, Regulatory Affairs
Mutual Pharmaceutical Company
1100 Orthodox Street
Philadelphia, PA 19124

(215) 288-6500

Attachments: 1) electronic Orange Book listing
2) draft labeling
3) Doryx® Capsules labeling

Cc G. Davis (Office of Generic Drugs)
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Search results from the "Rx" table for query on "050582."
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ATTACHMENT 1

Active Ingredient:
Dosage Form;Route:
Proprietary Name
Applicant:

Strength:

Application Number:
Product Number:
Approval Date:
Reference Listed Drug:
RX/OTC/DISCN:

TE Code:

Patent and Exclusivity Info for this product:

DOXYCYCLINE HYCLATE —
Capsule, Coated Pellets; Oral
DORYX

MAYNE PHARMA USA
EQ 100MG BASE

050582

001

JUL 22, 1985

Yes

RX

AB .

Click Here

Active Ingredient:
Dosage Form;Route:
Proprietary Name
Applicant:

Strength:

Application Number:
Product Number:
Approval Date:
Reference Listed Drug:
RX/OTC/DISCN:

TE Code:

Patent and Exclusivity Info for this product:

DOXYCYCLINE HYCLATE
Capsule, Coated Pellets; Oral
DORYX

MAYNE PHARMA USA

EQ 75MG BASE

050582

002

AUG 13, 2001

No

RX

Click Here

Thank you for searching the Electronic Orange Book

Return to Electronic Orange Book Home Page

http://www.accessdata.fda.gov/scripts/cder/ob/docs/temptndet.cfm? Appl_No=050582& TABLE1=Rx
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"] ganisi has been d dal hachon of penicillin, it ‘&81 advisable t6 aveid giving m

For upper respiratory infection due to group A o | cyelines in conjuiction with penicilling

lytic fﬁp;:ptm{: petty“mmn |sptxhg mﬂm b&m’, ine For conmmltnn; thetapy wlth antnuds or :ron-mntnminé

cluding prophylaxis of rheumatic fever: ; . preparations and food nee DOSAGE AND ADMINISTRA

- TION sectmn. 3 ¢ toritye
¥ i il I . ts «-’- et ‘e 1. 1 (] o o
SL. aureus & 8 skin asd IAngterm studies are currently bemg cnuducted fa &em»

mine wheth have
mml studies ennductad i rats und ‘mice hnv{: not pm\ndad
that ¢

anthrax(poat-axpomre)' hredm:etha idence or prog
sion of disease fi to tized Bacillim
anthracis, 3
When pemci)lin is contraindfcated, r\oxycyclme is & alter»
hative drug in the treatment of infections due ;¢

. T pallndum and Treponemp pertesiue (syphlim

B E

and
is thought, to exert. its nnmmcrobial effect by the inhibition
of protein synth ey macf.we inst & wide
range of g iti The
drugs in the tetruychne clua have closely similar antimi-

- crobial spectra and cross resistance among them is common,

Susceptibility Ttm Diffusion Techniques: The use of as-

and yaws}
Listeria monorytogengs’ -
Claatndmm species
Fusobacterium ﬁt@iforme (Vinoenls infostion) ',
Actinomyces gpecies .

Tyj acute intestinal anighiasis, doxycychne may be 8 usefu}

) hhjotxcdwc suscaptibility testmethods whlch megisure zong

. junet to amabmdeai_,_ R -

.

may
or that thay impair fertility. In two ‘mammaliai cell agsays
{L51784 mouse lymphoma and Chihese hamster lung cells
in vitra), pogitive rasponses for mutagenicity accurred st
conccnl:rnhnns of 60 and. 10 mcﬂmL, reapectively. In hu~

mang, no and these effects
have been made. ..
y iy Cibagory D foce WARNINGS s
tlﬂn). " .
h T fines.are presentm the.milk; of

lsct.atmg women who are takmg a drug in thm clm. Be-
cause of the p 1 for serious ad

ing infants £rom the tetracyn]mes, e demswn shauld be
mde ARV 3 th'

85 OTHER DRGS ARE NOF



qu taking into awmmtﬁxempurtanee of the dwgloﬁu
_ mother (sos WARNINGS soction),

“Padistric use: See WARNINGS and DOSAGE AND AD-
lﬂMS‘l'RA'I‘ION sections,

k ADVERSEBEACTIQNS

H 8 virtually b mdo
M aﬂ‘aela 7] the Iowar bowel partlcularly diarrhaa have been
t. The cti havc been obe

medin pahenta reaedvmg tetracyclmen.

Studies to date have indicated that adminfatration of

doxyeyclina at the usual recommended doges does not-lead

to-excessive accumulation of the antalnohe in.pahsnh with

renal impairment, -

HOWSUPPLIED ' * " - "

100- mg "DORYI® {coated doxycyclmo “hyelate pe]lm)
Capsules have a datk yellow (:mnspmnt bpdy with llght

blue opaque cap; the capsule bearing the inscription

"DO and C" ina c;mla pﬁntad in wlnte,Pellalz are
lored yellow, Each :coaged

ing. diarsh
+ S ' ifideitia, dysphagis, enterocolitls, and mﬂmmm lesions
‘(with monilial overgrowth) in the anogenital region. Thefe
reactions have been caused by both the. oral an&parenteral
dtininistration of tetracyclines. Rare i of
“lis and esophageal ulcerations have Been ‘reported in pa-
Mrewvm g caprule and tablet forms of drugs in the tet-
ricydme clrss, Most of these patients took medications
before going to bed (see DOSAGE AND AD-
MINISTRATION section), - .
. Bidn: Maculopapular and eryt! {7 rashes. E: Exfoliati
dermatitis has been report: ‘butm b i
Hivity is-discussed above (see WARNINGS leetion).
Renal toxicity: Rise i BUN has been reported and is appar-
atly dose-re[swd (see WAM‘TINGS section). - -

ty : tic ederg, |
—_ imiihylaxm, nnnphyhcw;d purpura, peneaxdmn and exace
§tbati y upus er
piig fontenals i § Jndbemgn tracraitial hiper-

it in”adults have been reported in “individuals receiv-
”Inz wncychnes 'l",k:ie conditions dxsnppeared when the

PR R L S,

pellets_of doxycycline hyclate equivulan{ to 100 mg of
oxycyclina, supplied in; B

Bottlos of 50 capsules ........ccivimsenrsesconene N 0430-0833-&9

76 mg DORYX® (coated” doxycycliné hyclate pellets)

Capsn]es bave an’orange transpﬁent hady, with green

K ion

. and *75 mg’ in black. Pellets are colo cap-

sule contains speciplly coated pellets.o &oxycycllne hyelste
jvalent to 75 mg of dexycy ,snpphedm

Bottles of 60 . N 043Q-0886~20
STORAGE OONDMONS -
Store st Hled rogm temy . tgolovy _25'0 iﬁ'#)- .
REFERENCES. 2 . ..
1.NCCLS Approved .

- M2-A8, Vol. 4, Perfi Stn"’for"*’ obial

Disk Suscsptibility Tests, Third Edition: available frem the |
National Conmmittes for Clinical Laboratory Standards, 771 1
East Lancaster Avenue, Vi!lamva, Pa. 19085

pln'lm lmve been reported 1 thh tettncychneu

periods, teh'acyclmeﬁ have beent

£ fn pmduee m-bla&k microscopic discoloration
3tﬁymx¢glands Ne an;ormaHhes of thyroid furiction are

DﬂﬂAGE AND ADM]NISTRATION :
THE USUAE DOSAGE AND FREQUENCY OF ADMINIS-
TRATION OF DOXYCYCLINE DIFFERS FROM THAT OF
'THE OTHER CYCLINES, EXCEEDING THE . REC-
MMENDED DOSAGE MAY RESULT IN AN IN-
?»EABED INCIDENCE OF SIDE EFFECTS,
> ldu!tx:’l‘heuaualdoaeqforaldowdineiszoomgonthe
firat day of treatment (administered 100 mg every 12 hours)
+foilowed by.a maintenance dose of 100 mg/day. The mainte-
,nance dose may be administered as,a sipgle dose or,us
,Bpmguvmy lzhoum. ln the managemnt of mpre severe
) ‘infactions of: the unmug
Yract), 100 mg ‘every 12 hours is recommended, :
For pediatyic patients abave eight years,of ags: The reeom-
 mended dosage schedule for g 100
mndsorlesstmgllb ofbodywmghtdividedmmtwo
;ﬁoses on the fivst day of treatment, followed by Lmghb of
bodywe:ghtpvenasamngledaﬂydnseordmds«lmﬁutwn
Rom on subsequent days. For mare severe mfectmns up to
42 mg/lb of body weight may be used. For ric patients
£ ; over 100 pmmds the usual adult dosa ghould be usad.

1 infecti adq}ts ept ano-
ruav:tal infections in men): 100 mg, by mnuth twme-aday for
1 days.? Ap an alternate single visit dose, adrainister 300 mg

;stat followed in one hour by & second 300 mg dose. The doge
may be administered with food, including il or carbon-
bx ated beverage, as'required.
* hrute epididymo-orchitis caused by N. gonorrhoeae. 100 me,
i by mouth, twice-a-day for at least 10 days.®
, Primary and secondary syphxlis 300 g a day mdmdad
dcsu for at loast 10 days.®
Uncomplicated urethral, endocervical, or rectal mfecﬁon in
“adults caused by Chlumydm trachomatis: 100 mg bymmn.th.
wice-a-day for at least 7 days.? -
* Nengonoroceal urethritis caused by €. tmchomcms and U.
unul{tmum. 100 mg, by mouth, twice-a-day for at least 7

Acuha epididymo-orchitis caused by C. trachomatis; 100 mg,
by mouth, twwe—a-day fm- atleast 10 days.

Tuhalatinnal

“ADUIES 100mg,ofdoxyr:yclme bymonﬂx,m«:e*adwfor

CHILDREN weighing less than 100 Ib (45 kg 1 mgflb
{22 mg/kg) of body weight, by mouth, twice 4. day.for 60
mgﬁ;ﬁm weighing 100 lb or more sbnuld recsive the

I

fh. therapeutic’ antibacterial serum m:hvxty will vimally
tfnr 24 bours fo]lumnx zecommended osage, -
“uged in streph th shpuld he
—eontinued for 10 days.

Administration of adequath amnunl:s of fluid along with cap-

"sle hnd tablet forms of drugs in the tetracycline cless is
nmmmendedwwaahduwnthedmgnmdreduoethsmk
f hagaalmhuonand\dmﬁon(mADVERSERE-
IACTIONS section). .

"M gastric irritation occurs, i i recommanded that
dﬂxycyc!:'mbegwenmthﬂmdotmdk.'l‘heabsorpman
mhnnnffuod ov!mlk. LN . .

- N cal-

13, P 4.

ium or , and iro
g pmphrat:ons should not be given to pahents tukmg oral
tatracyclines,

o~

2. CDC Sexuality Tr tment, Gaide-
lines 1982 Sae Lo
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